Background: Lung cancer was the second highest absolute cancer incidence globally and the first cause of cancer mortality in 2014. Indoor radon is the second leading risk factor of lung cancer after cigarette smoking among ever smokers and the first among non-smokers. Environmental burden of disease (EBD) attributable to residential radon among non-smokers is critical for identifying threats to population health and planning health policy. Methods: To identify and retrieve literatures describing environmental burden of lung cancer attributable to residential radon, we searched databases including Ovid-MEDLINE, -EMBASE from 1980 to 2016. Search terms included patient keywords using 'lung' , 'neoplasm' , exposure keywords using 'residential' , 'radon' , and outcomes keywords using 'years of life lost' , 'years of life lost due to disability' , 'burden'. Searching through literatures identified 261 documents; further 9 documents were identified using manual searching. Two researchers independently assessed 271 abstracts eligible for inclusion at the abstract level. Full text reviews were conducted for selected publications after the first assessment. Ten studies were included in the final evaluation. Review: Global disability-adjusted life years (DALYs)(95 % uncertainty interval) for lung cancer were increased by 35.9 % from 23,850,000(18,835,000-29,845,000) in 1900 to 32,405,000(24,400,000-38,334,000) in 2000. DALYs attributable to residential radon were 2,114,000(273,000-4,660,000) DALYs in 2010. Lung cancer caused 34,732,900(33,042,600~36,328,100) DALYs in 2013. DALYs attributable to residential radon were 1,979,000(1,331,000-2,768,000) DALYs for in 2013. The number of attributable lung cancer cases was 70-900 and EBD for radon was 1,000-14,000 DALYs in Netherland. The years of life lost were 0.066 years among never-smokers and 0.198 years among ever-smoker population in Canada. Conclusion: In summary, estimated global EBD attributable to residential radon was 1,979,000 DALYs for both sexes in 2013. In Netherlands, EBD for radon was 1,000-14,000 DALYs. Smoking population lost three times more years than never-smokers in Canada. There was no study estimating EBD of residential radon among never smokers in Korea and Asian country. In addition, there were a few studies reflecting the age of building, though residential radon exposure level depends on the age of building. Further EBD study reflecting Korean disability weight and the age of building is required to estimate EBD precisely.
Background
There were an estimated 1.8 million incident cases of tracheal, bronchus, and lung cancer (TBL cancer) and 1.6 million deaths in 2013. TBL cancer was the first cause of cancer mortality as well as the second highest absolute incidence globally in 2014 [1] . Furthermore age-standardized rates were the first in both incidence and death. In Korea, it is the third cause of cancer incidence with 15,376 cases in males and the fifth cancer with 6,751 cases in females in 2012 [2] . In Korea, the most frequent neoplasm mortality is TBL cancer in both sexes in 2014 [3] .
International agency for research on cancer (IARC) classified many risk factors as the carcinogenic agents with sufficient evidence in humans including tobacco smoking, radon-222 and its decay, and second hand smoke. In the outdoor air, radon gas from the soil is diluted to low concentrations with a negligible threat to health [4] . However, indoor radon can accumulate to high levels when it confined to enclosed spaces with poor ventilation. Residential radon is the second leading risk factor of lung cancer after cigarette smoking among ever smokers and the first among non-smokers (Additional file 1: Table S1 ) [4] . Recently, a systematic review on the carcinogenicity of the residential radon in never smokers concluded that there seems to be an association based on few of the included studies which mostly did not focus on the association among never smokers [5] .
Understanding the disease burden among major health problems and the transition pattern of the burden over time is also critical for planning global and national health policy. If a public policy addresses the major causes of disease burden, the policy could effectively contribute to the health of populations. For example, mass prevention will be possible even tiny reductions of population exposure which affect incident rate of emerging burden [6] .
In addition, the principal advantage of comprehensive quantification of disease burden attributable to risk factors, particularly of modifiable factors, is critical for identifying large threats to population health and that it provides the evidence base for prevention strategies. The Global Burden of Disease (GBD) study organized risk factors into three categories; behavioral, environmental and occupational, and metabolic risks. Environmental burden of disease (EBD) is a disability-adjusted life year (DALY) attributable to the environmental risk factors exposure. EBD is also a tool to monitor the priority of environmental risks and to make policies for the environmental health, and to evaluate the outcome of these policies afterwards.
The objective of the present study is a review of the theme of EBD of residential radon among non-smokers.
Methods

Search strategy
To identify and retrieve all relevant literature describing environmental burden of lung cancer attributable to residential radon, we searched databases including Ovid-MEDLINE (1948 to 5 January, 2016), Ovid-EMBASE (1980 to 5 January, 2016). Language restrictions did not apply to any of the searches. Search terms included patient keywords using 'cancer', 'neoplasm', exposure keywords using 'residential', 'radon', and outcomes keywords using 'years of life lost', 'years of life lost due to disability', 'years lived with disability' , 'burden', 'cost'. All 261 abstracts were reviewed using a combination of the search terms. Literature searches are summarized in Additional file 1: Table S1 . We completed searches on January 5, 2016.
Study selection
Two researchers independently assessed publications considered to be eligible for inclusion at the title and/or abstract level. Full text reviews were conducted for the selected publications after the first assessment. Studies were included: 1) suspected lung cancer patients; 2) appropriate outcomes were reported. We excluded: 1) non-human, pre-clinical studies; 2) studies that are not written in English or Korean; 3) studies that are not original articles, gray literature, case reports. Searching through the literature identified 261 documents; 9 documents were identified using manual searching. Among these, 179 documents met our exclusion criteria. 81duplicated data from other reports were also excluded. A total of 10 studies were included in the final evaluation ( Fig. 1 , Additional file 1: Table S3 ).
Review
Disease burden for the population could be estimated by the objective method that captures both the severity of illness and premature mortality. In 1990, GBD study proposed DALYs as a summary metric of population health [7, 8] . DALYs are a health gap between the current state of a population's health and the goal of standard life expectancy in ideal health. No systematic reassessment of disease-specific burden worldwide has been done since the 1990 study. In the GBD 2010 results on health loss related to specific diseases and risk factors were reported: prevalence and prevalence rates for sequelae, years lived with disability (YLDs), deaths and death rates, years of life lost due to premature mortality (YLLs), and DALYs for 21 regions and worldwide in 1990, 2005 and 2010. YLDs were calculated as the prevalence of sequelae of lung cancer by age, sex, and weighted by disability weights for lung cancer. Prevalence estimation for sequelae begins with a systematic review of all available data sources for incidence, remission, prevalence, and excess mortality. A Bayesian meta-regression method developed for the GBD 2010 (DisMod-MR) have been used to make all age-sex-country-year-specific estimates. The DisMod-MR is a generalized negative binomial model with age-standardized fixed effects and country level random effects [9] . The disability weights of GBD 1990 relied on judgments of health-care professionals; however, those of GBD 2010 derived from judgments of the general public about health severity.
YLLs were calculated from age-, sex-, country-, and time-specific mortality estimates by lung cancer, with death by standardized lost life expectancy at each age with reference to a new reference-standard life expectancy at each age. In the GBD 1990, DALYs were computed using 3 % discount rate and age weights that placed on the base case for emphasizing health outcomes in young adults. However neither YLLs nor YLDs were discounted or age-weighted in the GBD 2010. DALYs for lung cancer, as the sum of YLDs and YLLs, were calculated for sexes, 20 age groups, and 187 countries specific estimates, and aggregated estimates three points in time. Standard simulation methods were used to maintain the consistency between the sum of cause-specific mortality and independently assessed levels of all-cause mortality derived from demographic sources [9, 10] . Uncertainty around DALYs was incorporated in levels of all-cause mortality, cause-specific mortality, prevalence, and disability weights in each age-sex-country-year. Standard simulation methods by taking 1000 draws from the uncertainty distribution of RR, prevalence of residential radon exposures, TMRED, and lung cancer estimates, disability weights for each age, sex, country, year simulation analysis was used to capture uncertainty in lung cancer prevalence and death model predictions. Of the 1000 draws, the 25th and 975th value were reported as the 95 % uncertainty intervals (95 % UI).
Global DALYs due to all cause remained stable from 1990 (2,502,601,000) to 2010 (2,490,385,000). DALYs (95 % Uncertainty Interval) for lung cancer were increased by 35.9 % from 23,850,000 (18,835,000-29,845,000) DALYs in 1900 to 32,405,000 DALYs (24,400,000-38,334,000) in 2000. Crude DALYs were decreased by 23 % (4,720,500,000 to 3,614,500,000). Those for lung cancer increased by 4.5 % from 45,000,000 (35,500,000-56,300,000) to 47,000,000 (35,400,000-55,600,000) [11] . According to the order based on the mean DALYs, lung cancer increased from 24 th to 22 nd rank. There was heterogeneity in rankings of lung cancer burden among regions (Additional file 1: Table S4 ). DALYs for Lung cancer had high rates in the high-income regions [11] .
The GBD 2010 was the first study to quantify uncertainty as the strength of the evidence on the burden of lung cancer. In addition, a systematic analysis of the proportion of disease burden caused by 67 specific risk factors including residential radon was undertaken to assess changes over time from 1990 to 2010 [12] . Disease burden of lung cancer attributable to residential radon was estimated following five steps: 1) selection of outcomes based on criteria about causal associations 2) modeling approach to estimate exposure distributions for each countries, sex, and age group; 3) estimation of relative risk per unit exposure for residential radon; 4) the choice of optimum exposure distribution, which was termed theoretical-minimum-risk exposure distribution (TMRED); 5) computation of burden attributable to residential radon by comparing the present distribution of exposure to the TMRED for each sex, and age group with 95 % UI.
Selected outcomes were trachea, bronchus, and lung cancers. The main data source for exposure was direct household measurements from surveys. The modeling approach used for estimation of current residential radon exposure distributions was mixed effect regression. The prediction of exposure distributions was done with testing many covariates, which were collected in the database at the Institute for Health Metrics and Evaluation for GBD 2010. The source of effect size per unit exposure was the publication of Darby and colleagues [13] . TMRED of residential radon was 10 Bq/m 3 . By comparing the present distribution of exposure to the TMRED for each age group, sex in 2010, the burden attributable to continuous residential radon exposure was calculated according to the following formula.
RR (x) is RR at exposure level x, P1(x) is the (measured or estimated) population distribution of radon exposure, P2(x) is TMRED, which is the counterfactual distribution of exposure, and m is the maximum exposure level.
Estimated global deaths and DALYs attributable to residential radon were 98,992 (95 % UI 13,133-215,237) deaths and 2,114,000 (273,000-4,660,000) DALYs, respectively, for both sexes in 2010 ( Table 2 ). The effect of residential radon exposure on population health differed between sexes [12] . For instance, the fraction of disease burden attributable to residential radon for lung cancer was about 2.5 times higher for men than for women in 2010 (1,514,000 DALYs for men vs 600,000 for women). Further distribution of lung cancer mortality and disease burden attributable to residential radon reveals several patterns by age group (Table 1) . Globally, ranked by the attributable burden, residential radon rankings were ranged from the 27th to the 43th (Table 2 ) [12] .
The strengths of the study by Lim SS et al [12] . included the incorporation of more data for residential radon exposure, sophisticated methods to handle missing data, comparability of methods, use of TMRED as the counterfactual distribution with which observed exposures are compared, and global patterns with regional variation in risks to lung cancer. Like other disease burden studies, there were also some limitations. First, in the estimates of effect sizes, residual confounding cannot be definitively adjusted. Second, the external validity of the effect size to diverse population still remains questionable due to uncertainty. Third, the effect size could change over time that effect size integrated using evidences across different periods could not reflect temporal change in residential radon. Fourth, the assumption that all other factors were independent, in the quantification of attributable burden of residential radon, could be incorrect. Fifth, there were not any DALYs attributable to residential radon for subpopulation by the smoking status. In 2015, GBD study 2013 reassessed the risk factors with new data for exposure, relative risks, and evidence on the counterfactual radon exposure distribution [14, 15] . In general, the analysis used the comparative risk assessment methods of the GBD 2010. The estimates of attributable deaths, YLL, YLD, and DALYs of lung cancer have been estimated for 79 risks or clusters of risks, including residential radon. Conceptually, the amount of lung cancer disease burden observed in a given year was calculated and that attributable to past exposure to residential radon was evaluated.
The attributable burden for radon in the specific sex s, age group a, country c and year t (AB Rn_asct ) was estimated as the sum, of DALYs for cause lung cancer (DALY LC_asct ) multiplied by PAF for lung cancer due to indoor radon (PAF Rn_LC_asct ) following the equation.
The PAF Rn_LC_asct was defined in each group was defined as
RR Rn_LC_asc (x) is a function of exposure level x for risk factor residential radon, lung cancer, age-group a, sex s, and country c. P Rn_asct (x) is the radon exposure distribution function for in age-group a, sex s, country c, and year t. l is the lowest level and u is the highest level of exposure observed. TMREL Rn_as is the theoretical minimum radon exposure level, which is the counterfactual level of risk exposure that is minimum overall risk theoretically possible to achieve, for age group a, and sex s and the single level of radon exposure that minimize risk from all cause of DALYs.
The exposure of residential radon was defined as the average daily exposure to indoor air radon levels measured in Becquerel (radon disintegrations per s) per cubic meter (Bq/m 3 ) and the TMREL was 10 Bq/m 3 , the outdoor concentration of radon. New country-level average data for radon exposure were added after the GBD 2010 and the modeling process was also updated. The methodology to synthesize radon exposure data has been moderately changed from a mixed effects regression model to spatiotemporal Gaussian process regression (ST-GPR). Only for risk factors with sufficient data in standard age groups or at the household level, ST-GPR has been used to estimate a flexible time trend. The RR and TMREL were not updated for the GBD 2013. At the global level, the correlation of the DALYs attributable to the same risks for the year 2010 between GBD 2010 and GBD 2013 was 0.97. Estimated global deaths and DALYs attributable to residential radon were 92,000 (95 % UI 61,000-128,000) deaths and 1,979,000 (1,331,000-2,768,000) DALYs, respectively, for both sexes in 2013.
Similar study for the burden in the United States was published in 2013. US Burden of Disease Collaborators estimated burden of diseases, injuries, and risk factors, which included environmental risk factors [16] . Following the conceptual framework for risk factors developed for the GBD [17] , authors estimated the deaths or DALYs related to the environmental causes including residential radon. The process of computation was consists of 3 key steps. The first step was inclusion of the risk-outcome pairs. Residential radon was "convincing" or "probable" for only lung cancer according to the grading system defined by the World Cancer Research Fund [18] . Based on systematic reviews and meta-analyses of relative risks for diseases due to specific risks and exposure researches, deaths and DALYs were related to risk factors. Relative risk of lung cancer due to residential radon exposure for both sexes aged 0-80 + years was 1.002 (1.00 -1.003) per 1 Bq/m 3 . In the second step, the age-, sex-specific distribution of residential radon exposure was estimated from other published data sources [12] . The third step was the estimation of deaths or DALYs associated with residential radon by comparing the current distribution of exposure with TMRED of exposure selected for each risk factor. The age-standardized DALY and all age DALY of lung cancer due to residential radon was 183,200 (18,800 -514,200) and 4,200,000 (430,000 -11,720,000), respectively in 2010.
In 2013, the study of burden of disease related to indoor air in Netherlands [19] reported that the second largest most important indoor air pollutants were radon and thoron from soils and building materials following environmental tobacco smoke. Lung cancer as health effect was selected because there was 'sufficient evidence of an association' with the indoor radon according to WHO and meta-analysis [20, 21] . All Dutch inhabitants were considered as the population exposed to indoor radon. The level of radon exposure was based on measurements in newly built homes, which estimated that the average indoor radiation dose due to radon is 0.39 mSv per year in the Netherlands. The exposure − effect relationship, in BEIR-VI [22] , stratified by smoking status was used to quantify the effects size of radon exposure. PAF was calculated following equations.
RR is a relative risk of 0.39 mSv radon exposure per year. F is the fraction of the total population that is exposed. AB is an attributive burden, or excess cases. P is a baseline prevalence or incidence or mortality rates. D is an average duration of the lung cancer until remission in years or YLL for the lung cancer mortality. S is the severity weight of the lung cancer between 0 (healthy) and 1 (death) and it have been determined by the Dutch Disability Weights Group [23] . The lowest RR of the 95 % confidence interval was multiplied by the lowest radon exposure estimate and severity weight to calculate the lowest estimate of the lung cancer burden, and the highest estimate was obtained in a similar manner. Exposure level was 0.45-0.74 mSv/year, RRs were derived from the BEIR VI report, severity was 0.43-0.54, and duration was 1.61 years. The number of attributable lung cancer cases was 70-900. EBD for radon was 1,000-14,000 DALYs. This was higher compared to that of previous study (EnVIE), which was 1,300 DALYs [24] . It was because the 2013 Netherland study included not just soil but building materials as radon source, whereas EnVIE considered soil as the sole radon source. And EnVIE study used PAF estimated directly by the judgment of experts and disease burden from burden of disease in the WHO database, which were calculated with the standardized country-specific data to optimize comparability across countries.
In Ontario, Canada in 2013, the study of burden of lung cancer illness due to radon also calculated YLL and population attributable risk percent, excess life-time risk ratio, the number of lung cancer deaths due to radon [25] . This study provided local level research and evidence for 36 health units, varying in geographical and population size. The method documented by Brand et al. [26] , based on the exposure-age-concentration model from the BEIR-VI report, was implemented. The excess risk ratio (ERR) of lung cancer mortality for age groups with 5 year intervals was calculated with health unitspecific radon exposure information and the percentage of the population living in high-rise buildings. The uncertainty in ERR was estimated with a Monte Carlo simulation in order to capture exposure uncertainty and inter-individual variability of the ERRs. In each health unit, YLL, ELRR, and PAR % were calculated following the equations.
LR is lifetime risk and LE is life expectancy estimates of lung cancer for each health unit. Estimates were estimated separately for ever-smokers, never-smokers, and combined (ever-and never-smokers, assuming that 92.5 % of lung cancers are in ever-smokers [27] ). Data were from the age-health unit-specific lung cancer, allcause mortality data, age-specific proportion of eversmokers in each health unit, and the age-specific RRs of lung cancer and all cause mortality due to smoking. LR E and LE E are estimates of lung cancer in exposed individuals, which were calculated by the life-table multiplied by the simulated ERRs. A population-weighted average of the health unit estimates were used to calculate PAR %, ELRR, and YLL estimates for the Ontario. The number of lung cancer deaths due to radon, in both never-and ever-smokers combined, were calculated as the mean combined PAR % multiplied by the number of lung cancer deaths in that health unit in 2007. In terms of YLL for lung cancer patients, arithmetic mean for the overall Ontario population was one-sixth of a life year lost (0.164 years). Smoking population lost three times more years than never-smokers. The arithmetic mean PAR % estimates was 13.6 %, which means lung cancer deaths within the Ontario are attributable to radon (Table 3) . Never-smokers had higher PAR % values (21.9 %) than ever-smokers (12.3 %). At current levels in Ontario, there was 16 % greater risk of lung cancer compared to background levels (Table 3 ). In the neversmoking population, the ELRR could be 1.304 (97.5 % quintile), which was also higher than ever-smokers. In addition, 36 health units across Ontario had a considerably heterogeneous PAR % estimates.
The Ontario study was the first study estimating the lung cancer burden attributable to radon by health unit within a Canada. Likewise other disease burden study, limitations of the study include the representativeness of the exposure data, which was from fewer than 100 samples and radon levels vary widely for some health units. The lung cancer burden estimates could be influenced by the distribution of measured radon levels.
Conclusion
In summary, estimated global EBD attributable to residential radon was 1,503,000 (984,000 to 2,086,000) DALYs for both sexes in GBD 1990. Estimates were 2,114,000 (273,000-4,660,000) and 1,979,000 (1,331,000-2,768,000) DALYs for both sexes in GBD 2010 and 2013, respectively. Stratified by sex, EBD estimates attributable to residential radon were 1,514,000 (191,000-3,383,000) among male and 600,000 (84,000-1,355,000) among female. In United States, the age-standardized DALY and all age DALY of lung cancer due to residential radon was 183,200 (18,800 -514,200) and 4,200,000 (430,000 -11,720,000), respectively in 2010. In Netherlands, EBD for radon was 1000-14,000 DALYs. Smoking population lost three times more years than never-smokers (0.066 vs 0.198) in Canada, 2013. Although it has been reported that the smoking status modifies the risk of lung cancer associated with radon, EBD among never smokers has not been explored yet. Furthermore there was no study estimating EBD of residential radon among never smokers in Korea. In addition, there were a few studies reflecting the age of building, though residential radon exposure level depends on the age of building. In conclusion, further EBD study reflecting Korean disability weight and the age of building is required to estimate EBD precisely.
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